Retinoic acid or methionine enhance interferon's inhibition of the transformed phenotype with no effect on tumorigenicity.
Retinoic acid (RA) and methionine were studied for their relative effectiveness in enhancing the ability of interferons (IFNs) to reverse the phenotype of murine methylcholanthrene (MCA)-transformed cells and human osteosarcoma (OHA) cells. Treatment with RA (1 microM) and methionine (25mM) alone had minimal or no effect on the proliferation of MCA and OHA cells or on the ability to form tumors in animals. Combination of these two agents with IFNs however, potentiated the inhibitory effects of IFNs on proliferation and colony formation of MCA transformed cells but not on their tumorigenicity. Similarly in human tumor OHA cells, only the combination of IFN and RA was more effective than IFN alone on proliferation and colony formation but not on tumorigenicity. Thus, the enhanced effects of combined treatments on cell proliferation in vitro could be distinguished from the inhibitory effects of IFNs on tumorigenicity in both murine transformed cells and human tumor cells.